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AB Methods for treating pain assocd. with bone tumor by administration to a 
patient of a therapeutically effective amt. of an agent are disclosed. 
The agent may include a ***clostridial*** ***neurotoxin*** 
component attached to a targeting moiety, wherein the targeting moiety is 
selected from the group consisting of transmission compds. which can be 
released from neurons upon the transmission of pain signals by the 
neurons, and compds. substantially similar to the transmission compds. 
Specifically disclosed are ***conjugates*** of ***botulinum*** 
***toxin*** components with ***substance*** *** P *** 
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Methods for treating a bone tumor, in particular pain assocd. with bone 
tumor, by administration to a patient of a therapeutically effective amt. 
of an agent are disclosed. The agent may include a clostridial neurotoxin 
component attached to a targeting moiety, wherein the targeting moiety is 
selected from the group consisting of transmission compds. which can be 
released from neurons upon the transmission of pain signals by the 
neurons, and compds. substantially similar to the transmission compds. 
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AB Agents for treating pain, methods for producing the agents and methods for 
treating pain by administration to a patient of a therapeutically 
effective amt. of the agent are disclosed. The agent can include a 
clostridial neurotoxin, or a component or fragment or deriv. thereof, 
attached to a targeting moiety, wherein the targeting moiety is selected 
from a group consisting of transmission compds. which can be released from 
neurons upon the transmission of pain signals by the neurons, and compds. 
substantially similar to the transmission compds. The agent comprises a 
botulinum toxin component covalently coupled to substance P. 



L14 ANSWER 4 OF 6 
ACCESSION NUMBER: 
DOCUMENT NUMBER: . 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 



SOURCE: 



PUBLISHER: 



CAPLUS COPYRIGHT 2004 ACS on STN 
2002:721252 CAPLUS 
138:1236 

inhibition of Release of Neurotransmitters from Rat 
Dorsal Root Ganglia by a Novel Conjugate of a 
Clostridium botulinum Toxin A Endopeptidase Fragment 
and Erythrina cristagalli Lectin 

Duggan, Michael J.; Quinn, Conrad P.; Chaddock, John 
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DOCUMENT TYPE: Journal 
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AB clostridial neurotoxins potently and specifically inhibit neurotransmitter 
release in defined cell types. Here we report that a catalytically active 
deriv. (termed lhn/a) of the type A neurotoxin from Clostridium botulinum 
has been coupled to a lectin obtained from Erythrina cristagalli to form a 
novel conjugate- This conjugate exhibits an in vitro selectivity for 
nociceptive afferents compared with the anatomically adjacent spinal 
neurons, as assessed using in vitro primary neuronal culture systems to 
measure inhibition of release of neurotransmitters. Chem. conjugates 
prepd. between E. cristagalli lectin and either natively sourced lhn/a or 
recombinant lhn/a purified from Escherichia coli are assessed, and 
equivalence of the recombinant material are demonstrated. Furthermore, 
the dependence of inhibition of neurotransmitter release on the cleavage 
of SNAP-25 is demonstrated through the use of an endopeptidase-deficient 
LHN/A conjugate variant. The duration of action of inhibition of 
neurotransmitter released by the conjugate in vitro is assessed and is 
comparable with that obsd. with Clostridium botulinum neurotoxin. 
Finally, in vivo electrophysiol . shows that these in vitro actions have 
biol. relevance in that sensory transmission from nociceptive afferents 
through the spinal cord is significantly attenuated. These data 
demonstrate that the potent endopeptidase activity of clostridial 
neurotoxins can be selectively retargeted to cells of interest and that 
inhibition of release of neurotransmitters from a neuronal population of 
therapeutic relevance to the treatment of pain can be achieved. 
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lectin linked to a deriv. of a clostridial neurotoxin. The deriv. of the 
clostridial neurotoxin comprises the L-chain, or a fragment thereof, which 
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linked to a mol . or domain with membrane-translocating activity. The 
agents may be used in or as pharmaceuticals for the treatment of pain, 
particularly chronic pain. 
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LI 22828 S BOTULINUM (W) (TOXIN OR NEUROTOXIN) 

L2 1439 S CLOSTRIDIAL (W) (TOXIN OR NEUROTOXIN) 

L3 OS BERATI (W) (TOXIN OR NEUROTOXIN) 

L4 IS BERATTI (W) (TOXIN OR NEUROTOXIN) 

L5 40 S BUTYRICUM (W) (TOXIN OR NEUROTOXIN) 

L6 433 S TETANI (W) (TOXIN OR NEUROTOXIN) 

L7 24024 S Ll OR L2 OR L4 OR L5 OR L6 

L8 100001 S SUBSTANCE P 

L9 724 S TARGETING MOIETY 

L10 3 S L8 (P) L9 

Lll 85 S L7 (P) L8 

L12 6 S Lll (P) (CONJUGAT? OR LINK? ORCOVALENT?) 

L13 0 S L12 (P) (EXPRESS? OR RECOMBINANT? OR ENCOD?) 

L14 6 DUPLICATE REMOVE Ll2 (0 DUPLICATES REMOVED) 

L15 62 S DONOVAN STEPHEN/AU 

L16 5 S L15 AND Lll 

L17 5 DUPLICATE REMOVE Ll6 (0 DUPLICATES REMOVED) 

L18 1 S L17 NOT L14 

=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 81.42 81.63 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -4.85 -4.85 



STN INTERNATIONAL LOGOFF AT 09:36:34 ON 13 JAN 2004 



